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5) D Claim(s) is/are allowed. 

6) IE Claim(s) 1-34 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) ._ are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121 (d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. §119 

12) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)D All b)D Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 



Attachment(s) 

1) ^ Notice of References Cited (PTO-892) 

2) CD Notice of Draftsperson's Patent Drawing Review (PTO-948) 

3) O Information Disclosure Statement(s) (PTO/SB/08) 

Paper No(s)/Mail Date . 

U.S. Patent and Trademark Office 

PTOL-326 (Rev. 08-06) Office 



■ 4) C3 Interview Summary (PTO-413) 
Paper No(s)/Mail Date. . 

5) E] Notice of Informal Patent Application 

6) □ Other: . 



Summary Part of Paper No./Mail Date 20070328 



Application/Control Number: 10/656,805 Page 2 

Art Unit: 1644 

DETAILED ACTION 

1. Applicant's amendments to the claims, filed 01/18/2007, is acknowledged. 

Claims 1, 6, 1 1-17, 23-34, and 42-47 have been amended. 
Claims 1-48 are pending. 

Claims 35-48 have been withdrawn from further consideration by the Examiner, under 37 
C.F.R. 1.142(b), as being drawn to nonelected invention. 

Claims 1-34, read on the originally elected method of detecting expression of mammalian 
CC-chemokine receptor 2 by a cell, are currently under consideration. 

2. This Office Action will be in response to applicant's arguments, filed 01/08/2007. 

The rejections of record can be found in the previous Office Action, mailed 08/08/2006. 

3. Applicant's amendments to the specification, filed 01/08/2007, is acknowledged and has 
been entered. 

4. The Examiner would like to thank applicant for correcting the US Patent Number for the 
references Kucherlapati et al. and Queen et al. on page 12 of the Office Action, mailed 
08/08/2006. The Examiner would also like to correct the "SEQ ID NO:3" on line 3 of page 3 of 
the Office Action mailed 08/08/2006. "SEQ ID NO:3" should be "mammalian CCR2 or portion 
thereof, see detailed discussion below in Section 6. The Examiner apologizes for any 
inconvenience regarding these issues. 

5. Applicant's states that Table III from W097/3 1949 is submitted as Exhibit A with the 
Remark filed 01/08/2006. However, no Exhibit A has been found. In the interest of compact 
prosecution, WO 97/31949 has been addressed herein and has been listed on PTO-892. 
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5. The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

6. Claims 1-34 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply with 
the enablement requirement. The claim(s) contains subject matter which was not described in 
the specification in such a way as to enable one skilled in the art to which it pertains, or with 
which it is most nearly connected, to make and/or use the invention for reasons of record. 

Applicant's arguments have been fully considered, but have not been found persuasive. 

Applicant argues that mammalian CCR2 protein is defined on page 18 as "naturally 
occurring or endogenous mammalian CCR2 proteins and proteins having an amino acid which is 
the same as that of naturally occurring or endogenous corresponding mammalian CCR2 protein". 
Applicant further argues that the amino acid sequence of various mammalian CCR-2 protein as 
well as splice variants thereof were known in the art at the time the invention was made. 
Applicant further asserts that the instant specification provides guidance as how to make 
antibodies that bind the amino terminus of mammalian CC2 and several tests to determine the 
expression of mammalian CCR2; the instant specification provided two antibodies, 1D9 and 
8G2, that specifically bind to the amino terminus of human CCR2 protein. As such, applicant 
asserts that one skill in the art would know how to make and use the claimed method of detecting 
expression of mammalian CCR2 or portion thereof by a cell. Moreover, applicant asserts that the 
claims specifically recite that the antibody binds the amino terminus of CCR2 and inhibits one or 
more function associated with the binding of a chemokine to the CCR2. As such, applicant 
asserts that one skill in the art would know how to make and use the claimed method of detecting 
expression of mammalian CCR2 or portion thereof by a cell. 



This is not found persuasive for following reasons: 



Application/Control Number: 10/656,805 Page 4 

Art Unit: 1644 

Contrary to applicant's assertions, the instant specification does not enable any person 
skilled in the art to which it pertains, or with which it is most nearly connected, to make and use 
the invention commensurate in scope with these claims. 

The instant claims 1-34 are drawn to a method of detecting expression of any mammalian 
CCR2 or portion thereof by a cell. The specification defines that such mammalian CCR2 can be 
full length as well as fragments including variants, mutants with addition, deletion and/or 
substitution of amino acids of the mammalian CCR2 : however, the specification has not 
provided guidance as to how to make and use the claimed method to detect the expression of any 
" mammalian CC-chemokine receptor 2 or portion thereof include fragments including variants, 
mutants with addition, deletion and/or substitution of amino acids of the mammalian CCR2. 

Further, the claimed antibodies 1D9 and 8G2 are specific for the amino terminus of the 
human CCR2 (see page 12 of the instant specification) and given the murine CCR2 and human 
CCR2 are only 79% identical to each other with greater amino acid sequence variations at the 
amino terminus (see attachment in Office Action mailed 08/08/2006), it is not clear if these 
antibodies would bind murine CCR2 or portion thereof or any other mammalian CCR2 or 
portion thereof, other than full length human CCR2 and the amino terminus of the human CCR2. 

There is insufficient evidence that the skilled artisan would predict that such an antibody 
that binds to the amino -terminal domain of the CCR2 receptor could be used in a method of 
detecting any mammalian CCR2 or portion thereof as set forth in the previous Office Action, 
mailed 08/08/2006. 
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Applicant has riot provided a sufficient enabling description of an antibody that 
selectively binds to any mammalian CCR2 or portion hereof other than human full length CCR2 
and the amino terminus of the human CCR2, because such antibody would not reasonably be 
expected to be able to detect any mammalian CCR2 or portion hereof other than human full 
length CCR2 and the amino terminus of the human CCR2. For example, the claimed 
"mammalian CCR2 or portion thereof ' would read not only full length CCR2, but also any 
fragments including C-terminus of the CCR2; as such it is not clear how one skilled artisan 
would be able to make and use the claimed method by using the claimed "antibody which binds 
to the amino terminal domain of said receptor". 

Therefore, the specification does not provide for sufficient enablement for antibodies that 
can detect expression of "mammalian CC-chemokine receptor 2 or portion thereof. Given the 
extensive variation permitted by the instant claim language, the skilled artisan would not 
reasonably predict such "mammalian CC-chemokine receptor 2 or portion thereof 5 to have the 
same function as the instant claimed invention. 

See Office Action, mailed 01/08/2007, for detailed analysis. 

7. The following is a quotation of the appropriate paragraphs of 35 U.S.C 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed publication in this 
or a foreign country, before the invention thereof by the applicant for a patent. 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

(e) the invention was described in (1) an application for patent, published under section 122(b), by another filed 
in the United States before the invention by the applicant for patent or (2) a patent granted on an application for 
patent by another filed in the United States before the invention by the applicant for patent, except that an 
international application filed under the treaty defined in section 351(a) shall have the effects for purposes of this 
subsection of an application filed in the United States only if the international application designated the United 
States and was published under Article 21(2) of such treaty in the English language. 

8. Claims 1-4, 6, 7, 18-21, 23, and 24 are rejected under 35 U.S.C. 102(a) as being 
anticipated by Frade et al. (J. Clin. Invest. 1997. 100;3:497-502. Reference AU6 on IDS) for 
reasons of record. 
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Applicant's arguments in conjunction with W097/31949 have been fully considered but 
have not been found persuasive. 

Applicant argues that the instant claims are directed to methods of detecting expression 
of mammalian CCR2 by a cell using an antibody or antigen binding fragments thereof that binds 
the amino terminus of CCR2 and inhibits one or more function associated with the binding of a 
chemokine to CCR2, while Frade et al. teach MCPR-05 antibody that binds the third 
extracellular loop of CCR2 which is not the amino terminus of the CCR2 as claimed and MCPR- 
01 and MCPR-02 do bind the amino terminus of CCR2 but these antibodies do not inhibit one or 
more function associated with the binding of a chemokine to CCR2 and inhibit one or more 
functions associated with binding of the chemokine. 

This is not found convincing for following reasons: 

Contrary to applicant's assertion that Frade et al. do not teach an antibody or antigen 
binding fragments thereof that binds the amino terminus of CCR2 and inhibits one or more 
function associated with the binding of a chemokine to CCR2, it is noted that Frade et al. teach 
both antibodies MCP-1R01 and MCP-1R02 bind the amino terminus of human CCR2 and inhibit 
MCP-1 induced Ca 2+ influx in monocytes (e.g. see Results on page 498-page 499); as such the 
teachings of Frade et al. would read on the claimed method of detecting expression of 
mammalian CCR2 or portion thereof. 

Therefore, the reference teachings anticipate the claimed invention. 

9. Claims 1-4, 6, 7, 18-21, 23, 24, and 34 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Charo et al. (US Patent 5,707,815. Reference AJ on IDS) for reasons of record. 

Applicant's arguments have been fully considered but have not been found convincing. 
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Applicant argues that Charo et al. do not teach antibodies that bind to the amino terminus 
domain of the receptor and inhibit one or more functions associated with binding of the 
chemokine. 

Applicant further asserts that there is no specific antibodies taught by Charo et al as such 
an antibody that binds the amino terminus of CCR2 or that specifically competes for binding 
with 1D19 and/or 8G2 would not necessarily results the general teachings of the reference. 

This is not found persuasive for following reasons: 

Contrary to applicant's assertion that there are no specific antibodies taught by Charo et 
al, it is noted that Charo et al. not only teach methods of making antibodies that bind mammalian 
CCR2, but also assays for screening antagonistic antibodies involving binding of chemokine 
MCP-1 to CCR2 (e.g. see column 5 and 6). As such, the public was in possession of the claimed 
method of detecting expression of a mammalian CCR2 before the date of the invention and such 
possession is effected if one of ordinary skill in the art could have combined the prior art 
description of the invention with his or her own knowledge to make the claimed invention with 
expectation of success. In re Donohue . 766 F.2d 531, 226 USPQ 619 (Fed. Cir. 1985). See 
MPEP 2121.01. 

As such, applicant's arguments are not persuasive and the teachings of Charo et al. 
anticipate the claimed invention. 

See Office Action, mailed 01/08/2007, for detailed analysis. 

10. Claims 1-8, 17-25, and 34 are rejected under 35 U.S.C. 102(e) as being anticipated by 
Lind et al. (US Patent 6,084,075) for reasons of record as evidenced by Frade et al. (J. Clin. 
Invest. 1997. 100;3:497-502. Reference AU6 on IDS). 

Applicant's arguments have been fully considered but have not been found persuasive. 
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Applicant argues that the Lind et al. disclose six monoclonal antibodies that bind to 
CCR2; among those, three antibodies have either no activity or are agonists (e.g., MCPR-02); the 
other three antibodies (e.g., MCPR-04, -05, and -06) are antagonists of CCR2 but recognize the 
third extracellar loop of the receptor that are the carboxy-terminus of CCR2, not the 
amino-terminus as claimed. Therefore, applicant asserts Lind et al. do not anticipate the claimed 
invention. 

This is not found persuasive for following reasons: 

Contrary to applicant's reliance on disclosed examples and preferred embodiments of the 
prior art, the examiner recognizes that a prior art reference must be considered in its entirety. See 
MPEP 2141.02. Here, Lin et al clearly teach methods of detecting expression of human CCR2 
or its amino terminus portion in human cell or membrane fraction of the cell using an antibody 
that binds to the amino terminal domain of the CCR2 wherein the anti-CCR2 antibody inhibits 
binding of the ligand MCP-1 and functions associated with the binding of MCP-1 to CCR2 such 
as calcium influx and chemotaxis (see entire document particularly Detailed Description of the 
Invention on columns 7-14). Even the antibodies MCP-1R01 and MCP-1R02 in Lind et al. that 
were not shown to be antagonists have been found to be able to inhibit Ca 2+ influx induced by 
chemokine MCP-1, as evidenced by Frade et al (see Results on pages 498-499 and discussion 
above in Section 8) 

Further, as discussed above in Section 9, one of ordinary skill in the art could have 
combined the prior art description of the invention with his or her own knowledge to make the 
claimed invention. In re Donohue . 766 F.2d 531, 226 USPQ 619 (Fed. Cir. 1985). See MPEP 
2121.01. 

As such, applicant's arguments are not convincing and the teachings of Lind et al. 
anticipate the claimed invention. 
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11. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

12. Claims 1, 9, 10, 17, 18, 26, 27, and 34 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Lind et al. (US Patent 6,084,075) in view of Kucherlapati et al. (US Patent 
6,075,181) and Queen et al (US Patent 5,585,089) for reasons of record. 

Applicant's arguments have been fully considered but have not been found persuasive. 

Applicant's arguments and the Examiner's rebuttal regarding the teachings of Lind et al. 
are essentially the same as above in Section 10. 

Applicant further argues that Kucherlapati et al. and Queen et al. fail to make up the 
deficiencies of Lind et al. in that neither Kucherlapati et al. nor Queen et al. teach CCR2 
antibodies; therefore, the references alone or in combination fail to teach the claimed methods. 

This is not found persuasive for following reasons: 

Contrary to applicant's assertions that Kucherlapati et al. and Queen et al. fail to make up 
the deficiencies of Lind et al. in that neither Kucherlapati et al. nor Queen et al. teach CCR2 
antibodies, it is noted that one cannot show non-obviousness by attacking references individually 
where the rejections are based on combination of references. See MPEP 2145. 

Further, in considering the disclosure of a reference, it is proper to take into account not 
only specific teaching of the reference but also the inferences which one skilled in the art would 
be reasonably be expected to draw therefrom In re Preda . 401 F.2d 825, 159 USPQ 342, 344 
(CCPA 1968). See MPEP 2144.01. 
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Furthermore, specific statements in the references themselves which would spell out the 
claimed invention are not necessary to show obviousness, since questions of obviousness 
involves not only what references expressly teach, but what they would collectively suggest to 
one of ordinary skill in the art. See CTS Corp. v. Electro Materials Corp. of America 202USPQ 
22 (DC SNY ); and In re Burckel 201 USPQ 67 (CCPA). In re Burckel is cited in MPEP 716.02. 

Here, given the teachings of Lind et al. regarding the methods of making and using anti- 
CCR2 antibodies, and the teachings of Queen et al. and Kucherlapati et al. providing convinient 
methods of making human/humanized antibodies, the ordinary artisan at the time the invention 
was made would have had a reasonable expectation of success in producing human/humanized 
antibodies and antibody fragments to CCR2. 

Therefore, the invention as a whole was prima facie obvious to one of ordinary skill in 
the art at the time the invention was made, as evidenced by the references, especially in the 
absence of evidence to the contrary. 

See Office Action, mailed 08/08/2006, for detailed analysis. 

13. Upon further consideration as well as applicant's amendments to the claims, the previous 
rejection under 35 U.S.C. 112, second paragraph has been withdrawn. The previous rejection 
under obviousness type double patenting, against USSN 10/826, 454, has been withdrawn 
because the conflicting claims 23 and 24 of USSN 10/826,454 have been canceled (see claims 
filed 11/21/2006 of USSN 10/826,454). 

14. Conclusion: no claim is allowed. 



15. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 
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A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

16. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Chun Crowder whose telephone number is (571) 272-8142. The 
examiner can normally be reached Monday through Friday from 8:30 am to 5:00 pm. A message 
may be left on the examiner's voice mail service. If attempts to reach the examiner by telephone 
are unsuccessful, the examiner's supervisor, Christina Chan can be reached on (571) 272-0841. 
The fax number for the organization where this application or proceeding is assigned is 571-273- 
8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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